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720.00120: Definitions

i . . - IA' i f | F f - / iy l

Abuse-deterrent property (ADP) means those properties of a drug formulation

shown to meaningfully deter abuse, even if they do not fully prevent abuse.

ADP efficacy means the capacity of an abuse deterrent technology to produce the
desired result of effectively deterring the abuse of an opioid with a heightened
public health risk. There are three categories of ADP efficacy:

Category I: There is evidence, supported by scientifically sound outcome data,
which demonstrates a reduction in the abuse of the product in the community
setting compared to levels of abuse, overdose, and death that occurred when only
formulations of the same opioid without abuse-deterrent properties were available.

Category Il: Evidence is based on physical/chemical property, clinical abuse
potential studies or laboratory manipulation studies and is not yet supported by
scientifically sound outcome data which demonstrates a reduction in the abuse of
the product in the community setting compared to levels of abuse, overdose, and
death that occurred when only formulations of the same opioid without abuse-
deterrent properties were available.

Category I11: Evidence is based on physical/chemical property, theoretical
assumptions or manufacturer’s claims and is not yet supported by scientifically
sound outcome data which demonstrates a reduction in the abuse of the product in



the community setting compared to levels of abuse, overdose, and death that
occurred when only formulations of the same opioid without abuse-deterrent
properties were available.

Chemically equivalent substitution means a drug product which contains the same
active ingredients and is equivalent in strength or concentration, dosage form, and
route of administration, and produces a comparable biologic effect as an opioid with
heightened public health risk. Prodrugs or ingredients without analgesic effect that
are used solely for abuse deterrent formulations need not be equivalent.

Commissioner means the commissioner of public health appeinted-under M-G-Le-178§

2-or his or her duly authorized agent.

Department means the Department of Public Health established-under M.G-L—c-17asan
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Drug Product means a product which contains an active drug ingredient and is in a
dosage form, e.qg. tablet, capsule, or solution, generally, but not necessarily in
combination with other substances included in the manufacturing process. An active drug
ingredient is that portion of a drug product intended to produce a therapeutic effect.

Extended release (ER) means the drug product has a mechanism to prolong
absorption of a drug to allow longer dosing intervals and to minimize fluctuations in
serum drug levels.

FDA means the Food and Drug Administration of the United States Department of
Health and Human Services.

Generic drug product means a drug product that is comparable to a brand or
reference listed drug product in dosage form, strength, route of administration,
quality and performance characteristics, and intended use.

Generic name means a hon-proprietary {cemmeon) name given used to identify a drug
product, pharmaceutical substance, or biologic product that may be used by all who
wish to refer to this substance, as listed by the United States Adopted Names Council
and the United States Pharmacopeia in the USAN/USP Dictionary of Drug Names.

Immediate release (IR) means the active ingredient in the drug product is released
within a small period of time, typically less than 30 minutes.

Interchangeable Drug Product means a product containing a drug in the same amounts of
the same active ingredients in the same dosage form as other drug products with the same
generic or chemical name.




Interchangeable abuse-deterrent (IAP) drug product means an opioid drug product
that has either FDA-approved labeling for having abuse-deterrent properties or has
manufacturer claims of abuse-deterrent properties and there is sufficient evidence
of the efficacy of those abuse-deterrent properties.

Opioid means substances, both natural and synthetic, that act on opioid receptors to
produce morphine-like effects, most often used medically to relieve pain. Opioids
include opiates, an older term that refers to such drugs derived from opium,
including morphine itself.

Opioids with a heightened public health risk (HPHR) means opioids that have an
increased risk to the public health due to their potential for abuse and misuse.

Pharmaceutically equivalent drug products means drug products which contain the same
active ingredients, and are identical in strength or concentration, dosage form, and route
of administration.

Prodrug means a medication or compound, typically paired with a primary drug,
that is converted within the body after administration into active form to improve
(1) how a primary drug is absorbed, distributed, metabolized, and excreted, (2) the
bioavailability of a poorly absorbed primary drug, or (3) the selective interaction
with targeted cells or processes to reduce adverse or unintended effects of the
primary drug, especially in treatments with severe side effects, like chemotherapy.

Therapeutically equivalent drug products means drug products which are
pharmaceutically equivalent; meet applicable standards for strength, quality, purity and
identity; are bioequivalent in that: (a) they do not present a known or potential
bioequivalence problem, and they do meet an acceptable in vitro standard; or (b) if they
do present such a known or potential problem, they are shown to meet an appropriate
bioequivalence standards matching both rate and extent of absorption; are adequately
labeled; and are manufactured in compliance with current Good Manufacturing Practice
regulations.

720.040: Commission Review of Interchangeable Abuse-Deterrent Drug Products Relevant



https://en.wikipedia.org/wiki/Pharmaceutical_drug
https://en.wikipedia.org/wiki/Drug_administration
https://en.wikipedia.org/wiki/Bioavailability
https://en.wikipedia.org/wiki/Chemotherapy

In preparing a drug formulary of chemically equivalent substitutions for opioids that have
a heightened public health risk, the Drug Formulary Commission shall consider
information contained in drug applications approved by the United States Food and Drug
Administration and other regulatory and guidance documents distributed by the United
States Food and Drug Administration. The commission shall consider: the accessibility of
the drug and its proposed substitute; whether the drug's substitute is cost prohibitive; the
effectiveness of the substitution; and whether, based upon the current patterns of abuse
and misuse, the drug's substitute incorporates abuse deterrent technology that will be an
effective deterrent to such abuse and misuse.

The formulary shall include formulations of drugs that the commission has determined
may be appropriately substituted and that incorporate any of the following abuse deterrent
properties:

(1) a physical or chemical barrier that (i) prevents chewing, crushing, cutting,
grating, grinding, melting or other physical manipulations that enable abuse or (ii)
resists extraction of the opioid by common solvents such as water, alcohol or other
organic solvents;

(2) an agonist or antagonist combination that interferes with, reduces or defeats the
euphoria associated with abuse;

(3) an aversion quality that produces an unpleasant effect if the dosage form is
manipulated or altered or a higher dose than directed is used;

(4) a delivery system that, under United States Food and Drug Administration
guidance, offers resistance to abuse;

(5) a prodrug technique that limits opioid activity until transformed in the
gastrointestinal tract; or

(6) any other technique, as may be identified or recommended by the United States
Food and Drug Administration, that offers significant abuse deterrence.

720.050: List of Interchangeable Drug Products

The Massachusetts List of Interchangeable Drug Products (MLID) shall consist of:

5——drug products which are considered by FDA to be therapeutically equivalent to
other pharmaceutically equivalent products listed with the same generic or chemical
name according to the most recent edition of "Approved Drug Products with Therapeutic
Equivalence Evaluations" and its supplements (known as “The Orange Book”) as
published by the United States Department of Health and Human Services:




720.060: Drug Products Excluded From the List of Interchangeable Drug Products

The following categories of drug products are excluded from the list of
interchangeable drug products:

(@) drug products for which the-Commenwealth-has-determined-that bioequivalence

may-be is essential, but for which bioequivalence has not been established by the

FDA; and

(b) drug products which are the subject matter of patent rights issued by the U.S.

Patent Office, for which provision by other than the patent-holder would violate the

patent--and

720.070: Formulary of Chemically Equivalent Substitutions for Opioids with Heightened
Public Health RlskAmendmems%—ﬂm-MassaehHseﬁs—HsPef—m{eFehameable-qus

The following chart provides the formulary of interchangeable abuse-deterrent drug
products for opioids with a heightened public health risk. This formulary also lists
approved interchangeable abuse-deterrent drug products that are not chemically
equivalent substitutions for any opioids with heightened public health risk.



The chart includes the weight of evidence for each interchangeable abuse deterrent drug
product’s ADP Efficacy as one of the three categories of ADP efficacy.

HPHR Opioid Interchangeable Comm_ermally Dosing ADP Efficacy
Abuse Deterrent Available Frequenc Catedo
Drug Product Strengths a y gory
Kadian® (morphine
ER capsules) 20 mg/0.8 mg
Morphine ER 12 or 24
hour capsules (generic 30 mg/1.2 mg
Kadian®) o
Embeda Every 24
Morphine ER 24 hour | (morphine sulfate hours or
. Category Il
capsules (generic ER/naltrexone 50 mg/2 mg every 12
Avinza®) capsule) hours
Morphine ER tablet
(generic MS Contin®) 60 mg/2.4 mg
MS Contin®
(morphine ER tablet) 80 mg/3.2 mg
20 mg
30 mg
40 m
Zohydro ER® Hysingla ER® ’ Every 24
(hydrocodone ER (hydrocodone ER 60 mg houyrs Category Il
capsule) tablet)
80 mg
100 mg
120 mg
N - 50 mg it
: ucynta
No equivalent HPHR Every 12
opioid identified (tapentadol ER 100 mg hours Category Il

tablet)

150 mg




200 mg

250 mg
®
No equivalent HPHR Oxaydo >mg Every 4-6
opioid identified (oxycodone IR hours Category 11
P tablet) 7.5mg
10 mg
15 mg
20 mg Every 12
No equivalent HPHR | Oxycodone ER hours or
opioid identified tablet 30 mg every 8 Category 11
40 mg hours
60 mg
80 mg
10 mg
15 mg
20m
. OxyContin® ’ Every 12
No equivalent HPHR hours or
o . (oxycodone ER 30 mg Category Il
opioid identified every 8
tablet)
40 mg hours
60 mg
80 mg
9mg
X ER® 15m Every 12
No equivalent HPHR tampza very .
. . (oxycodone ER 18 mg hours with Category Il
opioid identified
capsule) food
27 mg

36 mg




The following chart lists the generic names of opioids with a heightened public health risk.
If an HPHR opioid does not appear on the formulary of chemically equivalent substitutions
for opioids with a heightened public health risk, no interchangeable abuse-deterrent drug
product is available as a substitute at this time.

Schedule 11 Opioid Drug Products Schedule 111 Opioid Drug Products
Generic Cross Reference Name Generic Cross Reference Name

Oxycodone Hydrochloride Buprenorphine/Naloxone

Acetaminophen/Oxycodone Hydrochloride Acetaminophen/Codeine Phosphate

Acetaminophen/Hydrocodone Bitartrate Buprenorphine Hydrochloride

Morphine Sulfate Buprenorphine

Hydromorphone Hydrochloride APAP/Butalbital/Caffeine/Codeine Phosphate

Fentanyl Aspirin/Butalbital/Caffeine/Codeine Phosphate

Methadone Hydrochloride Acetaminophen/Caffeine/Dihydrocodeine

Bitartrate
Hydrocodone Bitartrate/Ibuprofen Aspirin/Carisoprodol/Codeine Phosphate
Oxymorphone Hydrochloride Aspirin/Caffeine/Dihydrocodeine Bitartrate

Tapentadol Hydrochloride

Codeine Sulfate

Meperidine Hydrochloride

Levorphanol Tartrate

Fentanyl Citrate

Hydrocodone Bitartrate

Aspirin/ Oxycodone Hydrochloride

Morphine Sulfate/Naltrexone Hydrochloride

Belladonna Alkaloids/Opium Alkaloids

Ibuprofen/ Oxycodone Hydrochloride

720.080: Procedures for Amending the Massachusetts List of Chemically Equivalent
Substitutions for Opioids with Heightened Public Health Risk lnterchangeable-Brugs




The Department, working with the Commission, shall review at least once a year and

revise as necessary the Hist-of-interchangeable-drug-produets formulary of chemically
equivalent substitutions for opioids with heightened public health risk provided in
105 CMR 720.070adepted-purstant-to-105-CMR-720.050(2}, and shall have the authority
to review and revise the list ef-interchangeable-drugproducts adopted pursuant to 105
CMR 720 07059(—1) as necessary The revisions to 720 0705961) shal-l—be—speeriredenan

revrsrenswnl add and delete drug products based on current |nformat|0n concerning

abuse deterrence therapeutic-efficacy and interchangeabitity chemical equivalence of
drug products.




720.100: Severability

The provisions of 105 CMR 720.000 are severable. If any provision shall be declared
invalid by any court, such provision shall be null and void and such determination shall
not affect or impair any of the remaining provisions.

REGULATORY AUTHORITY 105 CMR 720.000: M.G.L. c. 17, § 13; c. 112, § 12D.






http://www.fda.gov/cder/drug
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